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This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of Claims: 

Claim 1. (Currently Amended) A method of i^a>it mg prolool>lio oonv e rsion - o 



e xpt e & ;e ds3iMi - oytoto characteristic m_a,pregnant female 

mammal, the physioloricalcharactcristic being selected from the group consistinfLofplaccntat 
Growth, placental function, placental development and placental differentiation, the method 
comprising administering a « diff e r e Hliatioi^ 

pr*)mot e- bmdkg^ -9fti 4^ 

prot e o1yti<>oQjiVQ fBiefl^f4aa oti said - rcocptoF an_effcctivc amount 

_on_G^njo_ittud_pregnant female mammal in the first half of pregnancy, nnd - th e r e by^mprovtt 
whereb_v_$aid characteristic in said prepnant femaIe_mEimmal is improved 

Claim 2. (Currently amended) The method of Claim 1, wherein said administration - of 
said-dil^a mtatio^ 

or4nvaflivo ^e lU^ effective amount of TQF-TT 

comprises.an amount sufficient to promote binding of said lGF-TT_to_a,cation_ independent 
rnannose 6 phosphate_receptor_expressed_on a cvtotroohoblast cell . 

Claim 3. (Currently Amended) The method of Claim 1, wherein said differentiation 
faotor « jfradminis^ 

f e malQ^mamTnQl TCl^II is administered to_said,pregnant female mamma! by subcutaneous 





delivery. 
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Claim 4. (Currently Amended) The method of Claim 1 , wherein said differen tiation 
faotor - iS ' adminta e r e d<o - a^^ 

km oUv fr ^€ r TH^tO ' a(riy e ^ IGFjIis 
administeredto said pregnant _femalc mammal bv vaginal pessary . 

Claim 5. (Currently Amended) The method of Claim 4, wherein said diff e r e ntiation 
faertorifradB MBts^d4^ TGFjl.is 
adtninistcred_to_$aid pregnant female mammal by inibcrq tan coijs delivery and vaginal pessary . 

Claim 6. (Cancelled) 

Claim 7. (Currently amended) The method of Claim [[4]] L wherein said pregnant 
female mammal is selected Jxom the group consisting of a human, a horse, a cow, a pig, a goat 
and a sheep. 

Claim 8, (Withdrawn) A method of preventing the implantation of an embryo in the 
uterine decidual endometrium, the method comprising regulating the competition for binding to 
the cation independent mannose-6-phosphatc (C1M6P) receptor between IGF-H and latent TGF- 
(3 by administration of a differentiation factor selected from the group consisting of latent TGF*p, 
a TCF-P analogue and an antibody specific against IGF-H that inhibit the interaction between 
lGF41andClM6P. 

Claim 9. (Withdrawn) A method of regulating differentiation and migration of 
embryonic stem cells or adult stem cells, the method comprising regulating the competition for 
binding to the cation independent mannose-6-phosphatc (CIM6P) receptor between lGF-EL and 
latent TGF-p by administration of an differentiation factor selected from the group consisting of 
IGF-II, an IGF-II analogue and an antibody specific against latent TGF-p that promote the 
interaction between IGF-TT and CIMGP. 
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Claim 10. (Withdrawn) A method of promoting tcnninaldiffcra 
stem cells or adult stem cells, the method comprising regulating the competition for binding to 
the cation independent mannosc-6-pbosphate (C1M6P) receptor between IGF-II and latent TGF- 
p and exposing said cells to reduced levels ofIGF-TT, whereby the stem cell CIM6P receptors are 
able to bind latent TGF-P and thereby promote the activation of TGF-p. 

Claim 1 L (Withdrawn) A method of promoting stem cell division and stem cell 
migration, the method comprising regulating the competition for binding to the cation 
independent mannose-6-phosphatc (CIM6P) receptor between IGF-II and latent TGF-p and 
exposing said cells to increased levels of IGF-II, whereby the stem cell CIMSP receptors are 
unable to bind latent TGF-p and thereby inhibiting the activation of TQF-p. 

Claim 12. (Withdrawn) A method of diagnosing a predisposition of cytotrophoblast 
cells or stem cells to differentiate and migrate, the method comprising determining in a mother, 
father or an embryo the presence of a polymorphic form of a gene wherein the level of 
expression of said gene serves to regulate the competition for binding to the cation independent 
mannose-G-phosphate (CIM6P) receptor between IGF-H and latent TGF-p and, whereby the 
CIM6P receptors have altered ability to bind latent TGF-P and thereby altered ability to activate 
TGF-p. 

Claim 13. (Withdrawn) The method of claim 12, wherein said gene is selected from the 
group consisting of an insulin-like growth factor n gene, a urokinase plasminogen activator 
gene, a urokinase plasminogen activator receptor gene, a CIM6P (typc-2 IGF) receptor gene, a 
TGF-p gene, a plasminogen gene and any polymorphic forms thereof. 

Claim 14. (Withdrawn}. A method of diagnosing a predisposition of cytotrophoblast cells 
to differentiate and migrate, tbc method comprising determining in a mother, father or embryo 
the sequence of nucleotides in the DNA near the insulin-like growth factor II gene to thereby 
determine the capacity of the cytotrophoblast to migrate into the uterine decidua and the capacity 

4 



PAGE 10/37 1 RCVDAT 11812007 5:21:54 PM [Eastern Standard Time] * SVR:USPT0-EFXRF-5/1 1 * DNIS:2738300 * CSID:510 533 1108 1 DURATION (mm-ss):11-52 



JflN-08-2007(M0N) U:QA FRANCIS LRU GROUP 



(FflX)510 533 1106 



P. 011/037 



Amendment After Final Attorney Docket No; LP-02-019 

Application No. 10/789,105 

of the placenta to transport substrates to the embryo, said insulin-like growth factor II gene 
comprising the insulin (INS) variable number of tandem repeats (VNTR). 

Claim 15. (Withdrawn) A method of detennining the ability of cytotrophoblast cells to 

differentiate and migrate, the method comprising measuring the amount of messenger RNA 

transcribed from the insulin-like growth factor n gene in an embryo- 
Claim 16, (Withdrawn) A method of determining the ability of cytotrophoblast cells to 

differentiate and migrate, the method comprising measuring the amount of insulin-like growth 

factor II protein secreted by a mammalian embryo. 

Claim 1 7. (Withdrawn) A method of determining the ability of cytotrophoblast cells to 
differentiate and migrate, the method comprising measuring the amount of insulin-like growth 
factor n protein circulating in maternal and paternal blood 

Claims 18-29, (Cancelled) 
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This listing of claims will replace all prior versions,, and listings, of claims in the 
application: 



Listing of Claims : 

Claim 1. (Currently Amended) A method of iiiliiblting ^r^ 

^pfesse d - on * u - oytotrop1ioblast * ooH improving u physiological characteristic in a pregnant female 
mammal, the nhvstolog tcalcharacteristic being selected From the group consisting of placental 
growth, placental functiQn,_t>Iacental development and placental differentiation, the method 

pr e oursoiK>MGg - I ^ ^ 

prot e olytio - oonverQion of in act ive TGP 3 ' to - aotive - Tgl 7 - [^by - s ai d - rQooptor aneffectiyeamount 
of IGF-II t o_said pregnantjfemalc mammal in the first half of pregnancy, a nd - lher e by - improv e 
whereby saMjsharacteristfcjn.said pregnant female_marnma1js improved . 



Claim 2, (Currently amended) The method of Claim 1, wherein said i 




itag iv fr o e ll - typ e effective amount of IGP-TI 
comprises anamount sufficient to promote binding of said IGF-II to a cationindenendent 
mannose_6_ phosphate reccptor_expressed on a cvtotrophoblast cell. 



Claim 3. (Currently Amended) The method of Claim 1, wherein said differentia tion 

ftmate^n amfflaJJ^^^ to said pregnant female mammal by subcutaneous 

delivery . 
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Claim 4. (Currently Amended) The method of Claim 1, wherein said diff e r e ntiation 
• footor - iS ' QdiBimirte^ 

iTwotiv e- T^F - iko - aetivc - ^ oylotroplioblorft - oeU^m - s^ TGT^TTJs 

adTninistered_to_$aid pregnant female mammal by vaginal pessary. 

Claim 5* (Currently Amended) The method of Claim 4, wherein said differentiation 
faotOH S- a draiai& ^ IGF-II is 

administered to said pregnant female_mammalbv subcutaneous delivery and vaginal pessary . 

Claim 6. (Cancelled) 

Claim 7. (Currently amended) The method of Claim [(4]J I, wherein said pregnant 
female mammal is selected from the group consisting of a human, a horse, a cow, a pig, a goat 
and a sheep. 

ClaimB* (Withdrawn) A raelhodofpreventing the implantation of an embryo in the 
uterine decidual endometrium, the method comprising regulating the competition for binding to 
the cation independent mannosc-<S-phosphate (CIMGP) receptor between IGF-TT and latent TGF- 
p by administration of a differentiation factor selected from the group consisting of latent TGF-p, 
a TGF-p analogue and an antibody specific against IGF-II that inhibit the interaction between 
IGF-H and CIM<$1\ 

Claim 9. (Withdrawn) A method of regulating differentiation and migration of 
embryonic stem cells or adult stem cells, the method comprising regulating the competition for 
binding to the cation independent mannose-6-phosphate (CIM6P) receptor between IGF-II and 
latent TGF-P by administration of an differentiation factor selected from the group consisting of 
IGF-II, an IGF-11 analogue and an antibody specific against latent TGF-p that promote the 
interaction between IGF-H and CIM6P, 
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Claim 10. (Withdrawn) A method of promoting terminal differentiation of embryonic 
stem cells or adult stem cells, the method comprising regulating the competition for binding to 
the cation independent mannosc-6-phosphate (C1M6P) receptor between IGF-U and latent TGF- 
p and exposing said cells to reduced levels of IGF-IT, whereby the stem cell CIM6P receptors are 
able to bind latent TGF-p and thereby promote the activation of TGF-p. 

Claim 1 1. (Withdrawn) A method of promoting stem cell division and stem cell 
migration, the method comprising regulating the competition for binding to the cation 
independent mannose-6-phosphatc (CIM6P) receptor between IGF-TI and latent TGF-P and 
exposing said cells to increased levels of IGF-H, whereby the stem cell CIM6P receptors are 
unable to bind latent TGF-p and thereby inhibiting the activation of TGF-p. 

Claim 12. (Withdrawn) A method of diagnosing a predisposition of cytotrophoblast 
cells or stem cells to differentiate and migrate, the method comprising determining in a mother, 
lather or an cmbiyo the presence of a polymorphic form of a gene wherein the level of 
expression of said gene serves to regulate the competition for binding to the cation independent 
mannose-6-phosphatc (CIM$P> receptor between 1GF-H and latent TGF-p and, whereby the 
CIM6P receptors have altered ability to bind latent TGF-P and thereby altered ability to activate 
TGF-p. 

Claim 13. (Withdrawn) The method of claim t2, wherein said gene is selected from the 
group consisting of an insulin-like growth lactor H gene, a urokinase plasminogen activator 
gene, a urokinase plasminogen activator receptor gene, a CIM5P (typc-2 IGF) receptor gene, a 
TGF-p gene, a plasminogen gene and any polymorphic forms thereof. 

Claim 14. (Withdrawn) A method of diagnosing a predisposition of cytotrophoblast cells 
to differentiate and migrate, the method comprising determining in a mother, father or embryo 
the sequence of nucleotides in the DNA near the insulin-like growth factor II gene to thereby 
determine the capacity of the cytotrophoblast to migrate into the uterine decidua and the capacity 
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of the placenta to transport substrates to the embryo, said insulin-like growth factor n gene 
comprising the insulin (IMS) variable number of tandem repeats (VNTR). 

Claim 15. (Withdrawn) A method of determining the ability of cytotrophoblast cells to 
differentiate and migrate, the method comprising measuring the amount of messenger RNA 
transcribed from the insulin-like growth factor II gene in an embryo* 

Claim 1 6, (Withdrawn) A method of determining the ability of cytotrophoblast cells to 
differentiate and migrate, the method comprising measuring the amount of insulin-like growth 
factor n protein secreted by a mammalian embryo. 

Claim 17. (Withdrawn) A method of determining the ability of cytotrophoblast cells to 
differentiate and migrate, the method comprising measuring the amount of insulin-like growth 
factor II protein circulating in maternal and paternal blood- 
Claims 18-29. (Cancelled) 
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